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Tanabe Seiyaku Co., Ltd., 2-2-50, Kawagishi, Toda-shi, Saitama 335, Japan (Received November 12, 1986) Optically active isomers of N-methy1-2-(2-(2-(4-phenylpiperazino)ethoxy)phenyl)thiazolidine- The preceding paper1) of this series disclosed the synthesis and cardiotonic activity of novel 2-phenylthiazolidine derivatives represented by general formula (1). Among the large number of derivatives synthesized, N-methyl-2-(2-(2-(4-phenylpiperazino)ethoxy)-phenyl)thiazolidine-3-carboxamide (2) was found to produce a marked and sustained positive inotropic action without producing significant alteration in heart rate or blood pressure in anesthetized dogs. In view of the potential usefulness of 2 as a new cardiotonic agent, the effect of its optical resolution on the activity was examined. We describe here the synthesis of optically active isomers of 2, determination of their absolute stereochemistry by X-ray crystallographic analysis, and their cardiotonic activity. into ureas have been reported recently.6) The above procedure, however, appears to be of practical use in view of the mild and neutral reaction conditions (Chart 3). The absolute stereochemistry of the thiocarboxamide ((-)-3) was determined to be 2S by X-ray crystallographic analysis, and a stereoscopic drawing of the molecule is shown in Fig. 1 . It follows from this fact that the absolute configurations of the carboxamides ((-)-2 and ( + )-2) are 2S and 2R, respectively.
Pharmacology
The optically active isomers of the carboxamide (2) were tested for positive inotropic activity by measuring the increase in the maximum derivative of left ventricular pressure (LVdP/dtmax) after i.v. administration to anesthetized dogs by the method reported previously.7) The results are summarized in Table V together with comparative data for the (S)-N-Methy1-2-(242-(4-phenylpiperazino)ethoxy)phenyl)thiazolidine-3-thiocarboxatnide ((-)-3) a) Hydrolysis of ( -)-4: A mixture of ( -)-4 (1.05g. 0.00144 mol), NaOH (0.123 g, 0.00308 mol), H20 (3 ml), Me0H
(40 ml), and THF (40 ml) was hydrolyzed in the same manner as described for ( +)-3 to give 0.6 g (94.2%) of (-)-3, mp 144-145.5 C (from AcOEt-hexane).
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